he research was carried out on 50 adult albino male rats (Sprague -Dawley strain) weighing 160±7 g. 10 rats served as control negative group and 40 rats were injected with Cisplatin (7.5 mg/kg bwt, ip) to induce nephrotoxicity. Then, rats reclassified into positive control group and three treated rat groups which administered parsley juice with honey, parsley powder with honey, and parsley extract with honey. The treatment period was designed for eight weeks. The chemical composition revealed that dry parsley contain highest amount of protein, fat, ash, calcium, iron, zinc, potassium, sodium, magnesium, total polyphenols and total flavonoids than dry honey but dry honey contain highest amount of carbohydrate and moisture. The biological results revealed that, there was a significant increases in weight gain , food intake , feed efficiency ratio , protein efficiency ratio ,serum total protein , globulin , albumin , and also kidney tissues superoxide dismutase (SOD), glutathione peroxidase (GPX) and glutathione-S-transferase (GST) antioxidant enzymes. There was a significant decrease in serum creatinine, urea and uric acid and albumin to globulin ratio and kidney tissues malondialdehyde (MDA) in all treated rat groups at p<0.001 compared with positive control group. Rat groups which administered Cisplatin showed a significant increase in creatinine , urea and uric acid and albumin to globulin ratio and kidney tissues malodialdehyde (MDA) and significant decrease in weight gain , food intake , food efficiency ratio , protein efficiency ratio ,serum total protein , globulin, abumin, And kidney tissues superoxide dismutase (SOD), glutathione peroxidase (GPX) and glutathione -Stransferase (GST) at p<0.001 compared with negative control group and all treated rat groups. Histopathological examination revealed that, kidney tissues of rat treated with administered parsley with honey showed apparent normal kidney and nonhistopathological changes. These biochemical changes were accompanied with histopathological. It can be concluded that the administration of Parsley juice, powder and extract with honey can lower the side effects of Cisplatin induced nephrotoxicity in human and reducing the risk factors for nephrotoxicity disease such as hyperemia, leakage of renal markers and healthy condition.
INTRODUCTION
Several studies have also demonstrated that oxidative stress from cisplatin-mediated nephrotoxicity is involved in the development of this drug's renal tubule injury. The involvement of oxidative stress is further supported by the fact that free radical scavengers and antioxidants
prevented. In addition to direct tubular toxicity in the form of apoptosis and necrosis, vascular factors and inflammation that has been implicated in the pathogenesis (Ekor et al 2010) Cisplatin is one of the most important chemotherapeutic of solid tumours; however, the clinical usefulness of cisplatin has been seriously restricted because of its nephrotoxic side effects (Kang and Lee 2004).
The parsley extract has a protective effect comparable to glibornuride against hepatotoxicity caused by diabetes due to its antioxidant property and produced hypoglycemic effect in streptozotocin (STZ)-induced diabetic rats. The hypoglycemic effect of honey might partly be due to protection of pancreas against oxidative stress. Honey treatment reduced elevated MDA levels and increased SOD and CAT activities. Honey might be attributed to its antioxidative effect (Erejuwa et al 2010).
The aim of the research work is to investigate the functional potency of parsley and honey as a nephroprotective food supplement on the side effects of Cisplatin induced renal damage in rats
MATERIALS & METHODS

Materials:
50 adult albino male rats (Sprague -Dawley strain) weighing 160±7 g were obtained from National Research Center, Giza, Egypt. Rats were put in cages in an air conditioned unit and were fed on the standard diet which performed according to Reeves et al (1993 
Methods
Preparation of Parsley
Fresh Parsley plants were ground in a blender and filtering by using funnel and filter paper to obtain Parsley juice that given to rats at dose 8ml/kg body weight by stomach tube. Other parts of fresh Parsley plants were cut into small pieces, dried at 60°C in hot oven and crushed to a fine to obtain Parsley powder. Parsley powder was added as 15% of standard diet. 5 kg of Parsley plant powder was mixed five times with 5 L methanol. The extract was filtered and the filtrate was evaporated to dryness with a rotatory vacuum evaporator at 50°C to give 150 g. The Parsley extract was given to rats at dose 8mg/kg bw and honey at dose 500 mg/kg bw Daily by stomach tube. 
Preparation of honey:
Determination of the total phenolic compounds and total flavonoid of Parsley and honey:
Total phenolic concentration was analyzed using the method described by singleton et al., (1965) .Total flavonoid concentration was quantified using the spec-trophotometric method described by Jia et al (1999) .
Preparation of the basal diet:
Basal diet was prepared according to Reeves et al (1993) .
Biological design:
Rats were divided into 5 groups (each of 10 rats) as follows: Group one received normal saline (2 ml/day, i.p) acted as -ve control group. Group two received a dose of cisplatin, fed on standard diet and acted as +ve control group. Other three groups received cisplatin (7.5 mg/kg bwt, i.p) and administered parsley juice with honey, parsley powder with honey and Parsley extract with honey all over period of the experiment, respectively. Daily food intake (FI) and weekly body weight gain (WG) were The fixed samples of kidney in 10 % neutral buffered formalin was cleared in xylol and embeded in paraffin 4-5 µm thick section and stained with Hematoxylin and Eosin (H&E) for subsequent histopathological examination Bancraft et al (1996) .
Statistical analysis
Statistical analysis was done by using analysis of variance ANOVA followed by student's ttest according to Snedecor and Cochran, (1989)
RESULTS
The statistical data in Table 2 showed that administration of cisplatin caused significant decreases in body weight gain, food intake, feed efficiency ratio, FER and protein efficiency ratio (PER) and that appeared in high significant decreases in +ve control group at p<0.001 compared to -ve control group. The administration of parsley juice, powder, and extract with honey and extract showed significant increase in body weight gain, food intake, feed efficiency ratio (FER) and protein efficiency ratio PER (p<0.01) compared to + ve control but nonsignificant compared with -ve control group. Table 3 showed that administration of cisplatin caused significant decreases in the levels of total protein and globulin (p<0.001) but albumin was within normal value compared to -ve control group. On the other hand, albumin/globulin ratio was significantly increased (p<0.001) compared to -ve control and all groups. The administration of parsley juice, powder and extract with honey showed normal values of total protein, albumin, globulin and albumin/globulin ratio. Table 4 showed that administration of cisplatin caused significant increases in the serum levels of creatinine, urea and uric acid (p<0.001) compared to -ve control group. The administration of parsley juice, powder and extract with honey showed nonsignificant increase in creatinine, urea and uric acid compared tove control group at p<0.05 but significant decreased in compared with control +ve group at p<0.001. The administration of Parsley juice, powder and extract with honey could lower the increase of creatinine and urea and uric acid was within normal value of -ve control Group at p<0.01 Table 5 showed that administration of cisplatin caused significant decrease in kidney superoxide dismutase (SOD), glutathione peroxidase (GPX) and glutathione -Stransferase (GST) and significant increases in the level of malodialdehyde (MDA) at p<0.001 compared to -ve control group. The administration of parsley juice, powder and extract with honey showed normal values of serum SOD, GPX, GST and MDA compared to -ve control group. The administration of Parsley juice, powder and extract with honey showed significant increase in kidney antioxidant enzymes SOD, GPX and GST and significant decreased in MDA compared to +ve control group at p<0.001.
Kidney
Histopathological Results:
Microscopically examination of kidney of negative control group revealed the normal histological structure of renal parenchyma (Pict. 1). Meanwhile, kidney of positive control group showed interstitial nephritis, cystic dilatation of renal tubules with eosinophilic protein cast (Pict. 2).However, kidney from Parsley juice with honey rat group revealed congestion of renal blood vessel and hypertrophy of glomerular tuft (Pict. 3). Kidney of Parsley powder with honey rat group revealed tubulo-interstitial nephritis (Pict. 4) . No histopathological changes were noticed in kidney of Parsley extract with honey group (Pict. 5). Kidney of rat group's administration of Parsley juice, powder and extract with honey showed a slight congestion of renal blood vessel and recovering of normal glomerulus and renal tubules and improved injuries in renal tissues.
DISCUSSION
The present results of Cisplatin side effects either nutritional or biochemical were reported by several researchers. It has been demonstrated that Cisplatin induced nephrotoxicity evident by significant increases in serum urea, creatinine and uric acid associated with decreases in levels of kidney antioxidant enzymes activity .There were also significant increases in renal lipid peroxide malondialhyde (MDA) and marked tubular necrosis upon histopathological examination. The mechanism of diuretic action of parsley seems to be mediated through an inhibition of the Na /K pump that would lead to a reduction in Na+ and K+ reabsorption leading thus to an osmotic water flow into the lumen, so causing dieresis.Concerning honey, it was reported that the honey also possesses natural antioxidants through many compounds like vitamin C and polyphenols like chrysin, pinobanksin, luteolin and pinocembrin that can decrease Also the content of L-ascorbic acid has a significant impact on total antioxidant activity of honey. It is basically a saturated water solution of sugar, which also includes a highly complex mixture of carbohydrates, enzymes, amino acids, organic acids, minerals, aromatic substances, pigments, wax, pollen (Dina et al 2005) . The natural honey has protective effect against the damage in liver and kidney cells from oxidative stress induced by toxic level of lead in rats and found that coadministration of vitamins C and E significantly prevented the aminoglycosides-induced nephrotoxicity demonstrated by prevention of the elevation of urinary enzyme activities. Honey is essentially a concentrated aqueous solution of inverted sugar, but it also contains a very complex mixture of other saccharides, enzymes, amino and organic acids, polyphenols, carotenoid-like substances, Maillard reaction products, et al 2006 ) . Honey has been reported to be effective against enzymatic browning of fruits and vegetables. On account of its high nutritional value (303 kcal/100 g honey) and fast absorption of its carbohydrates, honey is a food suitable for humans of every age. It is particularly recommended for children and sportsmen and by itself or associated with appropriate therapies; honey can help to improve the organism efficiency of the elderly and invalids (Chen et al 2000) . The honey is classified as monofloral or polyfloral. monofloral honey is produced by one plant species containing predominantly its nectar with minor nectar contributions from other botanical origins. Polyfloral honey has several plant sources, none of which is predominant. In practical terms it can be considered as a blend of several monofloral honeys with significant nectar or honeydew contributions from different plants (Blasa et al  2006) .Physicochemical, sensory, and health-protective characteristics of honey depend strongly on the plant species from which the nectar or the honeydew was collected, as well as climatic and environmental conditions, and processing methods (Gašić et  al 2014) .The nephroprotective potency of honey to its ability to stimulate inflammatory cytokine production from monocytes cells of the kidney. Protein in urine (proteinuria), especially at high levels,can indicate kidney disease or another serious condition..The kidneys filter many substances, including waste products, from the blood. These waste products are then excreted in urine. Normally, during this filtering process,the kidneys retain components, including proteins, that the body needs showed that the Parsley juice, powder and extract with honey the improvement of nutritional status, antioxidant activity and could decrease nephrotoxicity in rats.
CONCLUSION
Kidney dysfunction is a condition that its causes are too diverse and inclusive, particularly exposure to food oxidants and pollutants from drug. The prevention of side effect will be due to be consumption a natural common functional food. Therefore the study recommends that substituting sugars by honey and add parsley in diet might help to decreased kidney detoxification during treatment by Cisplatin Agricultural and Food Chemistry, vol. 48, no. 10, .
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